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USDA Annual Report 

Registration #: 22-R-0139 (29 Feb 2006 - 30 Sep 2006) 
Kxplanation of Categor>' ‘E’ Animals 
I. Number of Animals and Species Used in: 
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Used: 308 Guinea Pigs 
Number of Category E animals: 2 
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Used: 10 Guinea Pigs 
Number of Category E animals: 2 
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Used: 104 Dogs 

Number of Category E animals: 3 



Used: 12 Dogs 

Number of Category E animals: I 
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Used: 2322 Guinea pigs 
Number ofCategoryE animals: 29 

2. Procedure Used: 
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2 guinea pigs ‘During multi-day dosing study two animals were euthanized due to adverse clinical signs. 

b4 

2 guinea pigs - Developed post-surgical complications, which could not be managed using 
pharmacological interventions. These animals were euthanized. 
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3 dogs - 3-nK>nth oral toxicity study. All the dogs had intra-digital masses that could not be treated with 
analgesics because they were on study. 


1 dog - Found dead 48 hours after vehicle dosing. 


39 guinea pigs - Developed severe responses while on study and were either euthanized or found dead. 
3. justifleation for procedure: 

^^^^^^^^^^Pharmacoklnetic Evaluation of Investigational Drugs 

This protocol is used to understand how the biological system handles new chemical entities. Specifically, 
these are the first experiments wherein compounds from different therapeutic classes are administered via 
the intravascular and other routes to animals to calculate the pharmacokinetic parameters. This information 
is used to optimize the molecules from safety and efficacy perspective. Bioavailability is a complex process 
of absorption (active and passive), distribution, metabolism and elimination (ADME) and the integrated net 
effect requires the use of animals. 


Evaluation of the Electrocardiography in .Anesthetized Guinea ng 

The objective of this protocol is to evaluate drug-induced changes on ECG. especially on QT interval. 
Antihistamines, neuroleptics and many other classes of drugs have been demonstrated to inhibit so called 
hERG channel in the membrane of cardiac cells. The inhibition of the hERG channel will reduce potassium 
transport across ceil membranes and may result in QT proltHigation in ECG. The QT prolongation may 
further induce cardiac arrhythmias (e.g. Torsade de Pointes. TdP) (X cardiac arrest. The guinea pig is a good 
model when evaluating the hERG channel. 


I Toxicity Studies in Rats, Mice. Dogs. Rabbits, and Guinea Kgs 

The international regulatory' process to approve new drug formulations and candidate drugs requires drug 
safety assessments. The goal of these studies is to investigate the toxicity of a new drug or formulation. 
The administration of any pain relieving drugs to these animals could interact and alter the results of the 
study. 
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The goals of preclinical absorption, distribution, metabolism and excretion (ADME) studies are to assist in 
the interpretation of animal safety studies and in the design and optimization of the first administration of a 
new chemical entity (NCE) to humans. Typical in vivo preclinical ADME studies include animal 
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pharmacokinetic (PK). mass balance, and tissue distribution studies as well as the profiling and 
identification of in vivo metabolites. In all. these studies describe how a mammalian system affects a NCE 
in terms of how fast and to what extent it is absorbed, how it is distributed into tissues, how it is 
metabolized, and by what routefs) it is excreted from the body. 


Guinea pig models Tor drug discovery 

The guinea pig is a valuable animal model for discovery and development of treatments and potential 
candidate drugs. 

4. IVocedure required by: 



Agency; FDA Federal Food. Drug, and Cosmetic Act CFR: 505 ( 4 ) ( i ) ( 1 ) ( A ) 



